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L4 ANSWER 1 OF 26 CAPLUS COPYRIGHT 2004 ACS on STN 

AB In the present invention, there is disclosed a process for preparing 
Sertraline by reducing aroination of a racemic 

4- (3, 4-dichlorophenyl)-3,4-dihydro-l (2H) naphthalenone. The preparation 
process 

is carried out in a single reaction vessel without isolation of 
intermediates, in the form of pure cis and trans geometric isomers 
being separated from each other. Disclosed is also a conversion process 



of 
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trans isomer to cis-iaomor, as well as preparation 
process of cis isomer polymorph IS from any other polymorph. 
2004:625605 CAPLUS 
Process for preparing sertraline 
Stohandl, Jiri; Frantisek, Jaroslav; Zapadlo, 
Stohandlova, Marta 
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Czech Rep. , 10 pp. 
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Patent 
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L4 ANSWER 2 OF 26 CAPLUS COPYRIGHT 20 04 ACS on STN 
AB 

N- [ 4- (3, 4-Dichlorophenyl) -3, 4-dihydro-l ( 2H) -naphthalenylidene] methanamine, 
sertraline imine {I), is an intermediate for the synthesis of 
Zoloft, sertraline hydrochloride. A cleaner, simpler, and more 
efficient alternative to the Schiff base-mediated formation of 
sertraline imine was developed and is presented. The condensation 
reaction between 4- (3, 4-dichlorophenyl ) -3, 4-dihydro-l (2H) -naphthalone , 
sertraline tetralone and monomethylamine was carried out in 
ethanol, without the need for classical dehydrating agent, such as TiCl4, 
or more novel approaches, such as mol . sieves, both of which produce 
. hazardous byproducts and solid wastes. The low solubility of the imine 

I in 

this type of solvent is exploited, such that the reaction equilibrium 
favorably 

enhances the imine formation. Furthermore, an improved and highly 
selective catalytic reduction of I with Pd/CaC03 catalyst in ethanol 33 



the 



reaction solvent, followed by the resolution of the racemic cis 
isomer with D- (-) -mandelic acid results in a more efficient 
telescoped com. process to (lS-cis)-4- (3, 4-dichlorophenol) -1, 2, 3, 4- 
tetrahydro-N-methyl-l-naphthalen-amine mandelate, sertraline 
mandelate. This new process was implemented com. and eliminates the use 
of hazardous material such as TiCl4, significantly reduces undesirable 
byproducts, reduces the number of intermediate isolations, and improves 

overall process yield and productivity on industrial scale. 
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ANSWER 3 OF 26 CAPLUS COPYRIGHT 2004 ACS on STN 

The invention provides methods for treating neurodegenerative diseases 
with neuroprotective agents which inhibit nitric oxide synthase enzymes 
and in particular nitric oxide synthase III and can be used to treat 
Alzheimer's disease. Compds. of the invention include e.g. polyglutamate 
polymers, and arabinogalactan compds. 
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L4 ANSWER 4 OF 26 CAPLUS COPYRIGHT 2004 ACS on STN 

AB Treatment of central nervous system disorders with (1R, 4S) -trans- (I) and 
(is, 4R>-trans-4- (3, 4-dichlorophenyl) -1, 2, 3, 4-tetrahydro-N-methyl-l- 
naphthalenamine (III is disclosed. I and II were prepared by treating 
4- (3, 4-dichlorophenyl) tetralinone (III) with ( R) -Me3CS (O) NH2 to give the 
imines which were separated, hydrolyzed to (R)-III and (S)-III, treated 

with 

HCONH2 to give the formamides, which were separated by flash chromatog. 



reduced with BH3 to give I and II. 
.0075 and 0.012 uM, resp. 



I and II had IC50 for 5-HT uptake of 
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L4 ANSWER 5 OF 26 CAPLUS COPYRIGHT 2004 ACS on STN 

AB The present invention provides compns. comprising a conjugate of a hapten 
with a carrier in an ordered and repetitive array, and methods of making 
such compns. The conjugates and compns. of the invention may comprise a 
variety of haptens, including hormones, toxins and drugs, especially 

drugs of 

addiction such as nicotine. Compns. and conjugates of the invention are 
useful for inducing immune responses against haptens, which can use 
useful 

in a variety of therapeutic, prophylactic and diagnostic regimens. In 
certain embodiments, immune responses generated using the conjugates, 
compns. and methods of the present invention are useful to prevent or 
treat addiction to drugs of abuse and the resultant diseases associated 

with 



drug addiction. 
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ANSWER 6 OF 26 CAPLUS COPYRIGHT 2004 ACS on STN 

A method of treating, preventing, or inhibiting ALS, in a subject in need 
of such treatment, inhibition or prevention. The method comprises 
administering to a subject one or more cyclooxygenase-2 selective 
inhibitor (s) or iswner(s) or pharmaceutically acceptable 

salt(s), ester (s), or prodrug (s) thereof, in combination with one or more 
second drugs, wherein the amount of the cyclooxygenase-2 selective 
inhibitor (a) or isomer (s) or pharmaceutically acceptable 
salt(s), ester (s), or prodrug {s) thereof in combination with the amount 

second drug(s) constitutes an ALS treatment, inhibition or prevention 
effective amount 

2003:971B36 CAPLUS 
140:23256 

Combination therapy for treatment of amyotrophic 
lateral sclerosis {ALS ) with cyclooxygenase-2 (COX 2) 
inhibitor (a) and a second drug 
Isakson, Peter C. 
Pharmacia Corporation, USA 
PCT Int. Appl-., 358 pp. 
CODEN: PIXXD2 
Patent 
English 
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ANSWER 7 OF 26 CAPLUS COPYRIGHT 2004 ACS on STN 
A process is described for the preparation of sertraline by the 
reductive amination of raeemic 4- (3, 4-dichlorophenyl ) -3, 4-dihydro-l- (2H) - 
naphthalenone,' carried out as a one-reaction-ves3el process without 
isolation of intermediates, in the form of pure, separated cis and trans 
isomers, the isomerization of the trans isomer into the 
cis isomr and preparation of the FII polymorph of the lS-cis 
■r from any other polymorph is also described. 
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ANSWER 8 OF 26 CAPLUS COPYRIGHT 2004 ACS on STN 

The invention discloses a method for treating, preventing, or inhibiting 
Parkinson's disease (PD) in a subject in need of such treatment, 
inhibition, or prevention. The method comprises treating the subject 

one or more COX2 selective inhibitor (s) or isamar(s) or 

pharmaceutically acceptable salt(s), ester (s), or prodrug (s) thereof, in 
combination with one or more second drugs, wherein the amount of the COX2 
selective inhibitor (s) or isomer(s) or pharmaceutically 

acceptable salt(s), ester<s), or prodrug(s) thereof in combination with 
the amount of second drug(s) constitutes a PD treatment-, inhibition- or 
prevention-effective amount 
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AB Background - Single isomers of the selective serotonin reuptake 

inhibitors (SSRIS) citalopram (escitalopram, S-citalopram) and fluoxetine 
(R-fluoxetine) are currently under development for the treatment of 
depression and other psychiatric disorders. Previous studies conducted 

in 

laboratory animals have revealed that the biol. effects on serotonin 
reuptake 

for citalopram reside in the S enantiomer. In contrast, both enantiomers 
of fluoxetine contribute to its biol. activity. Methods - In the present 
study, the potency and selectivity of escitalopram, R- fluoxetine, and all 
of the other currently available selective serotonin reuptake inhibitors 
were compared for binding affinity at the human serotonin, 
norepinephrine, 

1 and dopamine transporters and several select neurotransmitter receptors 
using radioligand binding assays. Results - Both escitalopram and 
R-fluoxetine were potent inhibitors of the serotonin transporter (Ki = 

and 1.4 nmol/L, resp.). Escitalopram was the most serotonin, 
transporter-selective compound tested and was .apprx.30 fold more potent 
than R-citalopram. Conclusions - As noted previously, paroxetine and 
sertraline possess moderate affinity (<50 nmol/L) for the human 
norepinephrine transporter and dopamine transporter, resp. R-fluoxetine, 
unlike the other selective serotonin reuptake inhibitors, possesses 
moderate affinity (Ki = 64 nmol/L) for the serotonin 2C receptor. 
Potential clin. correlates of these unique attributes of escitalopram and 
R-fluoxetine are discussed. 
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138:378586 

Second generation SSRIS: human monoamine transporter 
binding profile of escitalopram and R-fluoxetine 
Owens, J.-M.; Knight, D. L . ; Nemeroff, C. B. 
Dept of Psychiatry and Behavorial sciences, 

school of Medicine, Atlanta, GA, 30322, USA 
Encephale (2002), 28(4, Cahier 1), 350-355 
CODEN: ENCEAN; ISSN: 0013-7006 
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AB A process is disclosed for the preparation of I [Rl = H, F, ■ Cl, Br, CF3, 
alkoxy; X, Y = H, F, Cl, Br, CF3, CN, alkoxy at least one of X or Y being 
other than hydrogen; Zl-2 «■ H, alkyl) from II. The process comprises: a. 
resolving cis and trans racemic-II in a first resolution zone by using 
simulated moving bed (SMB) chromatog. using a non-chiral or chiral 
adsorbent to afford a first isomer of racemic-II in at least 95 
* enantiomeric purity and a second inomor of racemic II, b. 
resolving the first isomer of racemic-II in a second resolution 
zone by SMB chromatog. using a chiral adsorbent to afford a first 
enantiomer pair of I and a second enantiomer pair of I, c. resolving the 
first enantiomer pair of I in a third resolution zone by simulated 

moving bed 

chromatog. using a chiral adsorbent to afford a first enantiomer of I and 
a second enantiomer of I and d. racemizing the second enantiomer pair of 

I 

. and recycling to the first or second resolution zone. The process is 
specifically directed at the preparation of sertraline and analogs 
thereof. SMB permits resolution without the need for expensive optically 
selective precipitating agents. 
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AB Tetralone derivative I, an intermediate for the antidepressant 
sertraline (II), is resolved to give the desired (S)-I 

isomer by enantioselective chromatog. on a stationary phase containing 
macrocyclic heterotopic coreceptors, using a carbon dioxide-containing 
eluent 

in a supercrit., critical, or subcrit. state. in particular, the 
stationary 

phase comprises modified cyclodextrins, oligosaccharides, or 
polysaccharides, crosslinked with the aid of bifunctional compds. to 
create chiral 3-dimensional cavities or macrocyclic cages. For instance, 
0-cyclodextrin in pyridine was reluxed to remove H20, then treated 
with 4-octenyloxyphenyl isocyanate, treated with 3, 4-dimethylphenyl 
isocyanate, worked up, mixed with a polyamide support, and treated with 
trithiocyanuric acid and benzoyl peroxide, to give a stationary phase 
designated CHM-LC7 3. (±>-I was eluted from this phase using C02 
containing 

20i MTBE, at 150 bar and 40*, giving (S)-I as the second peak, with 
a selectivity factor a. = 1.40, and a resolution Rs = 6.5. 
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Method for resolving a tetralone intermediate in the 
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chromatography on modified macrocyclic saccharide 
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AB The present invention relates to ( + ) -1- (3, 4-dichlorophenyl) -3- 

azabicyclo [3 . 1 . 0] hexane and pharmaceutically acceptable salts thereof, 
compns. comprising (+) -1- < 3 , 4-dichlorophenyl ) -3-azabicyclo [ 3 . 1 . 0] hexane 

or 

a pharmaceutically acceptable salt thereof, and methods for treating or 
preventing depression in a patient comprising administering 
(+) -1- (3, 4-dichlorophenyl) -3-azabicyclo [3 . 1 . 0] hexane or a 

pharmaceutically 

acceptable salt thereof. The (+) -1- (3, 4-dichlorophenyl) -3- 
azabicyclo[3 . 1 . 0] hexane or pharmaceutically acceptable salt thereof is 
preferably substantially free of its corresponding ( - ) -enantiomer . The ■ 
isomer is obtained by HPLC resolution on a CHIRALPAK AD column. The 
+ isomer has greater affinity for both norepinephrine and 
serotonin uptake sites in rat forebrain membranes than the ± compound 
The + isomer is administered along with a known antidepressant, 
anxiolytic, antipsychotic or antiobesity agent in treatment of various 
depression conditions including depression associated with anxiety, 

seizures, 

menopause, alcoholism, etc. 
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It has been proposed that the antiobesity agent phentermine may act in 
part via inhibition of monoamine oxidase (MAO) . The ability of 
phentermine to inhibit both MAOA and MAOB in vitro was examined, along 

that of the fenfluramine laomero, a range of selective serotonin 
reuptake inhibitors and sibutramine and its active metabolites. In rat 
brain, harmaline and lazabemide caused potent and selective inhibition of 
MAOA and MAOB, their resp. target enzymes, with IC50 values of 2.3 and 18 
nM. in contrast, all the other drugs examined were only weak inhibitors 



nzyme in the moderate-to-high 
phentermine was estimated to 



MAOA and MAOB, with IC50 values for each i 
micromolar range. For MAOA, the IC50 for 
be 143 

MM, that for S {+) -fenfluramine, 265 mM, and that for 
aertr*line, 31 uM. For MAOB, typical ICS0 values were as 
follows: phentermine 285 uM, S (+) -fenfluramine 800 ^M and paroxetine 
16 uM- Sibutramine was unable to inhibit either enzyme, even at its 
limit of solubility It is therefore suggested that MAO inhibition is 
unlikely 

to play a role in the pharmacodynamic properties of any of the drugs 
tested, including phentermine. Instead, the lack of potency of these 
drugs as MAO inhibitors is contrasted with their powerful ability either 
to inhibit the uptake of one or more monoamines (fluoxetine, paroxetine, 
sertraline, sibutramine ' s active metabolites) or to evoke the 
release of one or more monoamines (S (+) -fenfluramine, S(+)- 
norfenfluramine, phentermine). These differences in mode of action may 



be 
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linked to the adverse cardiovascular events experienced with some of the 
releasing agents. 
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Monoamine oxidase inhibition is unlikely to be 
relevant to the risks associated with phentermine and 
fenfluramine: a comparison with their abilities to 
evoke monoamine release 
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AB Background: Single isomers of the selective serotonin reuptake 

inhibitors Citalopram (Escitalopram, S-Citalopram) and fluoxetine 
(R-f luoxetine) are currently under development for the treatment of 
depression and other psychiatric disorders. Previous studies conducted 

in 

laboratory animals have revealed that the biol . effects on serotonin 
reuptake 

for Citalopram reside in the S enantiomer. In contrast, both enantiomers 
of fluoxetine contribute to its biol. activity. Methods: In the present 
study, the potency and selectivity of Escitalopram, R- fluoxetine, and all 
of the other currently available selective serotonin reuptake inhibitors 
were compared for binding affinity at the human serotonin, 
norepinephrine, 

and dopamine transporters and several select neurotransmitter receptors 
using radioligand binding assays. Results: Both Escitalopram and 
R-fluoxetine were potent inhibitors of the serotonin transporter (Ki = 
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1.1 



and 1.4 nmol/L, resp.). Escitalopram was the most serotonin 
transporter-selective compound tested and was . apprx . 30- fold more potent 
than R-Citalopram. Conclusions: As noted previously, Paroxetine and 
Sertraline possess moderate affinity (<50 nmol/L) for the human 
norepinephrine transporter and dopamine transporter, resp. R-Fluoxetine, 
unlike the other selective serotonin reuptake inhibitors, possesses 
moderate affinity (Ki = 64 nmol/L) for the serotonin 2C receptor. 
Potential clin. correlates of these unique attributes of Escitalopram and 
R-fluoxetine are discussed. 
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Cl II 



AB A process for converting the cis-(lR,4R), trans- (IS, 4R) , and 
trans-(lR,4S> 

stereoisomers of sertraline (I) into I via oxidation of the 
■ertraline stereoisomers into an imine II; optional base-catalyzed 
racemization of II; reduction of II into I and at least one stereoisomer 

of I; 

recovering I from the reaction mixture, e.g. by fractional 
crystallization followed 

by resolution of I from the cis-(lR,4R) stereoisomer, if necessary; and 

recycling the remaining iaomara through the same steps was 

described. 
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AB The title process comprises preparation of title compound I (R = 
C6H3C12-3,4, X = 

NMe) (II) from a mixture comprised of I (X = O) (III; R = C6H3Cl2-3,4) and 

III 

(R = C6H3C12-2,3) in which the mixture is treated with MeNH2 in the 
presence 

of MeS03H followed by, e.g., cooling of the reaction mixture which 
produces 

an 88% yield of imine comprising 96.9* II. 
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AB Preferential delivery via electrotransport of a preferred isomeric form 
of 

a pharmaceutically active chiral compound from a mixture of the isomeric 

forms 

of said compound is provided. A method of decreasing the delivery via 
electrotransport of a less preferred iaomor of a drug is also 
provided. Following electrotransport administration of ketorolac, the 
mean amount of R i»amar absorbed was lower than that of the S 
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AB A method of treating depression to elicit prompt relief from depression 
is 

disclosed. The method comprises administering orally or non-orally to a 
patient a therapeutically effective amount of 1-threo-methylphenidate or 
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pharmaceutically acceptable salt thereof - 
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AB In this work development, optimization and validation of a 

cyclodextrin-modified micellar electrokinetic chromatog. (CD-modified 
MEKC) method is proposed to resolve separation of the sertraline 
hydrochloride and synthesis-related substances. tortrtlim 
hydrochloride, the cis-(lS,4S) enantiomer form, is used as an 
antidepressant therapeutic agent. A buffer concentration composed of 20 

mM 

sodium borate, pH 9.0 with 50 mM sodium chelate, 15 mM sulfated 
B-cyclodextrin and 5 mM hydroxypropyl-p-cyclodextrin was found 
to be the most suitable background electrolyte. Quantitation of the 
impurities at levels of 0.1% in different samples of the bulk drug was 
determined A comparison of the results with those obtained by HPLC 
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was also accomplished. The method proved appropriate for testing the 
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Afl The invention relates to methods and compn3. for treating, managing, 

and/or preventing certain pain and pain disorders, post- traumatic stress 
disorder, premenstrual dysphoric disorder and premenstrual syndrome, 
certain sleep and eating disorders, and symptoms by using moclobemide, a 
moclobemide metabolite, a moclobemide derivative or a moclobemide 

composition 

Gelatin capsules were prepared from moclobemide 50.0, lactose 124.5, corn 
starch 25.0, Mg stearate and 0.5 mg/capsule. 
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Enantiomerically pure or optically enriched s«rtr*lin*-tetralone 
was obtained from a mixture containing two enantiomers using continuous 
chromatog. on a liquid mobile phase comprising at least one polar solvent 
and a solid chiral stationary phase comprising a derivatized 
polysaccharide that is selected from the amylosic, cellulosic, chitosan, 
xylan, curdlan, dextran, and inulan class of polysaccharides. Thus, 
racemic «artraline tetralone was chromatographed on a simulated 
moving bed of amylose 3-chloro-4-methylphenylcarbamate with MeCN as the 
mobile phase. The undesired (-> -isomer was eluted first and was 
racemized by treatment with NaOH in MeCN. 
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Racemic sertraline, cis-N-methyl-4- < 3, 4-dichlorophenyl) -1, 2, 3, 4- 

tetrahydro-l-naphthylamine, is prepared in high yield and selectivity by 

reaction of 4- {3, 4-dichlorophenyl) tetralone with N-methylf ormamide in the 
presence of formic acid, followed by treatment of the reaction mixture 

i 

a base {e.g., KOH) , and a selective crystallization of the cis isomer is 
obtained by the addition of an acid (e.g., aqueous HC1) . 
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The neuropathic pain alleviating effectiveness of an antidepressant is 
significantly potentiated by administering the antidepressant prior to, 
with or following the administration of a nontoxic NMDA receptor 
antagonist. A pharmaceutical capsule contained chlorimipramine 
hydrochloride 25, and dextromethorphan hydrobromide 30 mg. 
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AB A method for treating a depressive disorder comprises administering to a 

patient in need thereof a therapeutically effective amount of a 
combination 

(i) hydroxyzine, an individual optical isomer thereof, or a 
pharmaceutieally acceptable salt thereof and (ii> at least one 
therapeutic 

substance which is a serotonin uptake inhibitor, an individual optical 
loonier thereof or a pharmaceutieally acceptable salt thereof, the 
therapeutically effective amount being such that the depressive disorder 

is 

treated while avoiding the nervousness, anxiety, agitation and sleep 
disorders associated with treatments using serotonin uptake inhibitors, 

and 

avoiding at the same time the loss of therapeutic effect observed when 
treatment with the classic association of serotonin uptake inhibitors and 
benzodiazepines is used. A tablet contained fluoxetine • HC1 10, 
hydroxyzine- 2HC1 25, lactose 200, and Mg stearate 1 mg. 
Antidepressive effects of the combination were demonstrated with rats. 
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AB A process for preparing the chiral ketone (4S) - (3, 4-dichlorophenyl) -3, 4- 
dihydro-1 (2H) -naphthalenone [(S)-I; dichlorophenyl group BJ , an 
intermediate for the antidepressant ■«rfcr»line, is disclosed. 
Racemic ketone (±)-I is is asym. reduced with chiral reducing agents, 
especially oxazaborolidine3, to produce a mixture of cis and trans 

ales . » i.e., 

either II or III. These novel, diastereomeric ale. intermediates are 
separated, and the (4S) -stereoisomer is oxidized to give (S)-I. For 
example, 

8H3.SMe2 in THF was added to a THF solution of 

(lS,2R)-<+)-erythro-2-amino- 

1,2-diphenylethanol to give an asym. reducing agent. Then, 5.0 g (±)-I 
was added, and the mixture was stirred and worked up, to give 5.01 g 

mixture 

of ci3- and trans-II, which was separated by chromatog. Oxidation of 
160 mg 

cis-II with pyridinium chlorochromate (PCC) in CH2C12 gave 118 mg (S)-I 
with a 954 enantiomeric excess (ee) . Alternatively, reduction of 
(±)-I with either of 2 other asym. reagents gave III, the trans 
isomr of which gave (S)-I with 56% and 474 ee. Oxidation of the 
unused i«omer« of II and III with PCC gave (R)-I, which was 
racemised by bases such as KOBu-tert in THF to give, e.g., 954 l±)-I. 
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AB The process for converting the title compound (trans-I) (II) into its 
cis- 

iaomor, comprises reacting II or its mixed iaowr* with 
a basic equilibration agent in a reaction-inert polar organic solvent 
system 

at 55-125* until the amount of desired cis iaomor in the 
resultant cis/trans-mixture achieves a constant value of 2:1 on a 
weight/weight 

basis. The cis lsowr is an intermediate to the antidepressant 
cis-(lS) (4S)-I {aortralino) . A mixture containing MeSCOH, Me3COK, and 
racemic II in THF was refluxed for 48 h f the solvent was removed under 
reduced pressure, and the residues taken up in CH2C12 to give a residual 
oil (2:1 racemic cis- ■■ ■ ■ " '**' ' " *'*' " 4 "' , " vi '""" t 



and trans-amines) which was treated with anhydr< 



HC1 



to give racemic cis-I-HCl. trans- ( IS )( 4R) 
a 2:1 mixture of »«rtralin* and (1S)(4R)-II. 



I was reacted as above to give 
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